Manufacturers and Hospitals Spar
Over Drug Shortage Reporting
FDA Proposal Seeks to Improve Early Warning System
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here is no shortage of controversy

over the Food and Drug Adminis-

tration’s proposed new reporting
requirements for drug manufacturers
who face imminent production problems
leading to potential product shortages.
In a proposed rule published in Novem-
ber 2013, the FDA came up with some
fairly broad terms as yardsticks for when
pharmaceutical companies would have to
provide indications of what appear to be
upcoming shortages, and how quickly
companies have to communicate with the
FDA about them. Drugs that are reported
would appear on the FDA shortage list.

But drug companies think the pro-
posed language will lead to overreporting,
meaning alerts on prospective shortages
that don’t occur because of circumstances
that arise after a premature report to the
FDA. Hospitals, on the other hand, think
that some of the terms the FDA wants
to use are ill defined, and that allowing
drug manufacturers up to five days to
report a shortage after one appears to be
imminent gives the companies too much
leeway.

This debate has suddenly taken on
additional significance because medica-
tions that qualify for the shortage list will
be eligible for compounding based on
a provision in Section 102 of the newly
passed Drug Quality and Security Act.?
So manufacturers want tight restrictions
on which drugs can get onto the shortage
list that the FDA has kept for a number
of years. The FDA’s broad definition of
products covered by the rule “may allow
drug compounders to begin manufactur-
ing a specific drug before it is actually
necessary, at the possible peril of public
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health,” states Sarah Spurgeon, Assis-
tant General Counsel, Pharmaceutical
Research and Manufacturers of America
(PhRMA). “PhRMA strongly believes
widespread compounding is not a sensi-
ble public health approach to dealing with
drug shortages, as the practice exposes
patients to unapproved products made in
facilities that have not been subject to a
pre-approval inspection.”

A couple of long, technical sentences
lie at the heart of the FDA’s proposed
rule, which is required by the Food and
Drug Administration Safety and Innova-
tion Act (FDASIA) signed by President
Obama in July 2012. Prior to passage of
the FDASIA, the FDA imposed an interim
final rule (IFR) giving it additional tools to
address drug shortages, using as author-
ity an executive order President Obama
issued in 2011. The executive order grew
out of a governmentwide concern, stoked
by hospitals and physicians, that the num-
ber of drug shortages had spiked from
about 61 in 2005 to more than 250 in 2011.
The measures in the IFR helped the FDA
significantly decrease drug shortages in
2012 to 117, in part by preventing them.
The agency says it averted just under 200
drug and biological product shortages in
2011 and more than 280 such shortages
in 2012.5

But Congress decided the FDA needed
additional tools beyond what the IFR
allowed, and provided those in the FDASIA.
The heart of the bill is a two-part “trig-
ger.” The first part says drug companies
must notify the FDA electronically of “a
permanent discontinuance or an inter-
ruption in manufacturing of the product
that is likely to lead to a meaningful dis-
ruption in supply (for drugs and biologi-
cal products other than blood or blood
components) or a significant disruption in
supply (for blood or blood components)
of the product in the United States.” But
notification is only required for a prescrip-
tion drug or biological product “that is
life-supporting, life-sustaining, or intend-
ed for use in the prevention or treatment

of a debilitating disease or condition ...”
Notification would have to be made at
least six months prior to the date of the
permanent discontinuance or interrup-
tion in manufacturing, or, if six months’
advance notice is not possible, as soon as
practicable thereafter, but in no case later
than five business days after the perma-
nent discontinuance or interruption in
manufacturing occurs.

Both drug companies and hospitals
believe that language leaves a lot of room
for interpretation, and diametrically dif-
ferent results. “We are concerned that the
phrase ‘life-supporting, life-sustaining,
or intended for use in the prevention
of a debilitating disease or condition’ is
unclear,” states Stephen L. Moore, MD,
Senior Vice President and Chief Medical
Officer, Catholic Health Initiatives. “Simi-
larly, where is the line drawn between
nondebilitating disease and debilitating
disease?”®

Carol Haley, PhD, Director, U.S. Reg-
ulatory Policy and Global Intelligence,
Pfizer, Inc., states, “The proposed defini-
tions of ‘life-supporting or life-sustaining’
and ‘intended for use in the prevention
or treatment of a debilitating disease or
condition,” if broadly interpreted, could
result in overnotification, as most mar-
keted prescription medicines could be
included in these categories.”

She also wants more clarity on what
the FDA means by “an interruption in
manufacturing that is likely to lead to a
meaningful disruption in supply of the
product in the United States.” That defi-
nition has a direct impact on the five-day
reporting limit. She says the notification
clock should start ticking at the point
when the manufacturer becomes aware
that a meaningful disruption is likely to
occur, which may be after an initial poten-
tial interruption is identified.

Moore says that instead of using
unclear phrasing as the tripwire for
reporting, the FDA should create a list
of drugs and biologicals that fall into
the categories the FDA is proposing to
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define. Moore also believes a five-day
reporting lag will significantly weaken
the regulation. “We believe that for an
unforeseen disruption or discontinuation,
FDA should require immediate notifica-
tion,” he explains.

REFERENCES

1.

Permanent discontinuance or interrup-
tion in manufacturing of certain drug
or biological products: a proposed rule
by the Food and Drug Administration.
Federal Register, November 4, 2013.
Available at: https://www.federalregister.
gov/articles/2013/11/04/2013-25956/
permanent-discontinuance-or-interruption-
in-manufacturing-of-certain-drug-or-
biological-products. Accessed January
24, 2014.

Government Printing Office. Drug
Quality and Security Act. Available at:
http://www.gpo.gov/fdsys/pkg/PLAW-
113publ54/html/PLAW-113publ54.htm.
Accessed on January 24, 2014.
Pharmaceutical Research and
Manufacturers of America. Comments
on FDA’s proposed drug-shortage rule.
Available at: http://op.bna.com/hl.nsf/
id/bbrk-9f4k8y/SFile/phrmacomments
Jan6.pdf. Accessed January 24, 2014.
Government Printing Office. Food
and Drug Administration Safety and
Innovation Act. Available at: http://www.
gpo.gov/fdsys/pkg/PLAW-112publi144/
html/PLAW-112publ144.htm . Accessed
January 24, 2014.

Food and Drug Administration. FDA
facts: drug shortages in the United
States. Available at: http://www.fda.gov/
downloads/NewsEvents/Newsroom/
FactSheets/UCM373078.pdf. Accessed
January 24, 2014.

Catholic Health Initiatives. Comments
on FDA’s proposed drug-shortage rule.
Available at: http://www.catholichealth
winit.org/documents_public/Advocacy/
Drug%20Shortage_final.pdf. Accessed
January 24, 2014.

Vol.39 No.3 - March 2014 . P&Te 215



